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DETAILED ACTION 

Continued Examination Under 37 CFR 1.114 

A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1 .1 7(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 8-18-08 
has been entered. 

Claims 16, 30, 32-52 remain canceled. Claims 1-15, 17-29, 31 and 53-68 remain 
pending and under consideration. 

Applicant's arguments filed 8-18-08 have been fully considered but they are not 
persuasive. 

The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 

Specification 

The application contains patent application numbers that will have to be updated 
upon being allowed or abandoned (e.g. pg 96). 

Claim Rejections - 35 USC §112 
Enablement 

Claims 1-15, 17-29, 31 and 53-68 remain rejected under 35 U.S.C. 112, first 
paragraph, because the specification, while being enabling for producing transgenic 
avians comprising microinjecting into a cell of an avian embryo a nucleic acid 
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comprising a transgene comprising a nucleotide sequence encoding a heterologous 
polypeptide; introducing the microinjected avian embryo into an oviduct of a recipient 
hen, such that the recipient hen lays a shelled egg containing the microinjected avian 
embryo; incubating the shelled egg containing the microinjected avian embryo until the 
egg hatches; testing a hatched chick for the presence of the transgene; and developing 
a chick that tests positive for the transgene to sexual maturity does not reasonably 
provide enablement for using any "tissue-specific promoter" (6), a "heterologous 

polypeptide optimized for codon usage by an avian" (claim 9), a transgene 

comprising "at least two nucleotide sequences each encoding a heterologous 
polypeptide" (11 and 12), "that form a multimeric protein" (claim 12), that "specifically 
bind a selected ligand" (13), that is an "antibody" (14) to obtain transgenic avians. The 
specification does not enable any person skilled in the art to which it pertains, or with 
which it is most nearly connected, to make and/or use the invention commensurate in 
scope with these claims. 

The rejection regarding using BAC vectors to make transgenic avians (claims 15, 
29) has been withdrawn in view of two OMC24 BAC vectors on pg 107, Example 37, 
used to make transgenic chicken #4992 (pg 108, 3 lines from the bottom), which 
expressed functional monoclonal antibody. 

Claim 1 is directed toward making a transgenic avian by microinjecting a 
nucleotide sequence into an avian embryo or germinal disc to produce a transgenic 
avian. The claim is limited to making germline transgenic avians. 
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The Declarations by Dr. Christmann and the Declaration by Dr. Leavitt filed in 
parent application 10/251364 were filed with applicants' response in the instant 
application on 1-24-08. 

The specification does not enable any "tissue specific promoter" as claimed (6, 
59). The specification defines a "magnum-specific" promoter as "a promoter that is 
primarily or exclusively active in the tubular gland cells of the avian magnum (pg 13, 
paragraph 42). No "tissue-specific promoters" have been described in the specification. 
The CMV promoter and lysozyme promoter described by Harvey, Ivarie and Love, for 
example were constitute promoters and did not cause expression "primarily or 
exclusively" in tubular gland cells or magnum. Without such guidance and in view of the 
absence of such promoters in the art or the specification, it would have required one of 
skill undue experimentation to isolate such promoters. Deletion of these claims is 
suggested. 

Applicants argued on January 22, 2008 that the specification exemplifies using 
ovomucoid promoter; therefore, applicants conclude the phrase is enabled. Applicants' 
argument was not persuasive. Nowhere does the specification teach the ovomucoid 
promoter is specific to a particular type of tissue. 

The specification does not enable those of skill to determine a "heterologous 

polypeptide optimized for codon usage by an avian" (claim 9). No teachings are 

provided in the specification or the art at the time of filing. Accordingly, it would have 
required those of skill undue experimentation to determine how to do so or to determine 
when optimized codon usage had been obtained. 
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Applicants argued on January 22, 2008 the phrase was well understood in the art 
at the time of filing. Applicants' argument was not persuasive. The specification and 
the art at the time of filing did not teach when codon usage was optimized for avians. 

The specification does not enable using a transgene comprising "at least two 
nucleotide sequences each encoding a heterologous polypeptide" (11 and 12), "that 
form a multimeric protein" (claim 12), that "specifically bind a selected ligand" (13), that 
is an "antibody" (14) to obtain transgenic avians as broadly claimed. The only two 
nucleotide sequences possible contemplated for use together are two nucleic acid 
sequences encoding different chains of an antibody. However, the specification does 
not provide adequate guidance such that the nucleic acids each express an antibody 
chain in such a way that the proteins recombine to form a functional multimeric protein. 
Accordingly, it would have required those of skill undue experimentation to determine 
how to do so. 

Applicants argue the claim is enabled because examples 37 and 38 (pg 107) 
exemplify production of such a heterologous protein. Applicants' argument is not 
persuasive. Example 38 teaches injecting two vectors encoding 1) heavy and 2) light 
chain cDNA of lgG1 kappa monoclonal antibody. The hMab purified from egg white of 
hen #4992 bound target antigen (paragraph bridging pg 108-109). Example 38 does 
not teach the heavy and light chain were on one transgene as claimed. Example 38 
does not teach any multimeric protein other than antibody. Thus, claims 11-14 should 
be limited to injecting two transgenes - one encoding heavy chain cDNA of an antibody 
and the other encoding light chain cDNA of the antibody. 
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Indefiniteness 

Claims 1-15, 17-29, 31 and 53-68 remain rejected under 35 U.S.C. 112, second 
paragraph, as being indefinite for failing to particularly point out and distinctly claim the 
subject matter which applicant regards as the invention for reasons of record. 

Claim 6 remains indefinite because the metes and bounds of a "tissue specific 
promoter" are not defined in the specification or the art at the time of filing. Applicants 
argue the term was well known in the art at the time of filing because the phrase can be 
found in 1400 patents. Applicants' argument is not persuasive because it does not 
teach the phrase had an art-defined meaning in the patents or that the phrase was 
defined at the time of filing. 

Claim 9 remains indefinite because the metes and bounds of a coding sequence 
that is "optimized for codon usage by an avian" are unclear. The metes and bound of 
such coding sequences cannot be envisioned. In particular, the structure of such 
coding sequences and the process used to optimize such coding sequences cannot be 
envisioned. Applicants argue the phrase was well known in the art at the time of filing 
because the phrase can be found in 160 patents. Applicants' argument is not 
persuasive because it does not teach the phrase had an art-defined meaning in the 
patents or that the phrase was defined at the time of filing. The specification and the art 
at the time of filing did not teach when codon usage was optimized for avians. For 
example Elton, Ikemura, Sharp and Nakamura in applicants' last response did not 
define when codon usage is optimized for usage by an avian. While the concept of 
altering the codons to some advantage, the metes and bounds of when codon usage 
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was optimized was not defined by those of skill in the art. In particular, the metes and 
bounds of when codon usage was optimized for use in avians was not defined in the art 
at the time of filing or by applicants. 

Claim Rejections - 35 USC § 103 
The rejection of claims 1-14, 18-22, 25-27, 31, 53-62 and 64-68 remain rejected 
under 35 U.S.C. 103(a) as being unpatentable over Ivarie (US Patent 6,730,822) in view 
of Tanaka (1994, J. Reprod. Fert., Vol. 100, pg 447-449) has been withdrawn because 
Tanaka did not provide a reasonable expectation of developing a chick that tests 
positive for the transgene to sexual maturity as claimed. 

Double Patenting 

The rejection of claims 1-14 and 19-28 and 53-68 under the judicially created 
doctrine of obviousness-type double patenting as being unpatentable over claims 1-7 of 
U.S. Patent No. 6,730,822 (US Application 10/, in view of the disclosure of '822, and 
Tanaka (1994, J. Reprod. Fert., Vol. 100, pg 447-449) has been withdrawn because 
Tanaka did not provide a reasonable expectation of developing a chick that tests 
positive for the transgene to sexual maturity as claimed. 

The rejection of claims 1 -1 5 and 1 8-29 and 53-68 on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claims 1-23 of 
copending Application No. 1 1/337361 in view of the disclosure of '361 has been 
withdrawn because '361 does not teach introducing microinjected embryos into an 
oviduct of a recipient hen as claimed. 
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The rejection of claims 1 -1 5 and 1 8-29 and 53-68 on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claims 1-6 of copending 
Application No. 1 1/376023 in view of the disclosure of '023 has been withdrawn 
because '361 does not teach introducing microinjected embryos into an oviduct of a 
recipient hen as claimed. 

Claims 1-15, 18-29 and 53-68 remain rejected on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claims 1-17 of US 
Patent 7,381 71 2 (Application No. 1 0/842606) in view of the disclosure of '71 2. '71 2 
claims a method of producing a transgenic avian comprising: delivering a nucleic acid 
solution under pressure to oviduct tissue of an avian by administering the nucleic acid 
solution to an anterior oviductal, inferior uterine, superior uterine or middle uterine artery 
such that the nucleic acid enters a cell of the oviduct tissue and is expressed, thereby 
producing a transgenic avian. The subject matter now claimed in the instant application 
but not claimed in '712 is in the disclosure of '712. Thus, it would have been obvious to 
perform the method claimed in '712 using the limitations now claimed. Applicants argue 
the '712 patent was filed before the instant application and because the instant 
application is incorporated by reference in the '712 patent in col. 14, lines 12-15. 
Applicants' argument is not persuasive because the '712 patent issued before the 
instant application. 

Conclusion 

No claim is allowed. 
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Inquiry concerning this communication or earlier communications from the 
examiner should be directed to Michael C. Wilson who can normally be reached at the 
office on Monday, Tuesday, Thursday and Friday from 9:30 am to 6:00 pm at 571-272- 
0738. 

Any inquiry of a general nature or relating to the status of this application or 
proceeding should be directed to (571 ) 272-0547. 

Patent applicants with problems or questions regarding electronic images that 
can be viewed in the Patent Application Information Retrieval system (PAIR) can now 
contact the USPTO's Patent Electronic Business Center (Patent EBC) for assistance. 
Representatives are available to answer your questions daily from 6 am to midnight 
(EST). The toll free number is (866) 217-9197. When calling please have your 
application serial or patent number, the type of document you are having an image 
problem with, the number of pages and the specific nature of the problem. The Patent 
Electronic Business Center will notify applicants of the resolution of the problem within 
5-7 business days. Applicants can also check PAIR to confirm that the problem has 
been corrected. The USPTO's Patent Electronic Business Center is a complete service 
center supporting all patent business on the Internet. The USPTO's PAIR system 
provides Internet-based access to patent application status and history information. It 
also enables applicants to view the scanned images of their own application file 
folder(s) as well as general patent information available to the public. 

For all other customer support, please call the USPTO Call Center (UCC) at 800- 
786-9199. 

If attempts to reach the examiner are unsuccessful, the examiner's supervisor, 
Peter Paras, can be reached on 571-272-4517. 

The official fax number for this Group is (571 ) 273-8300. 

Michael C. Wilson 

/Michael C. Wilson/ 
Patent Examiner 



